November 6, 1946,

Dear Sol:

How's the Genius? (That is Leewi's description; I heard it
with my own ears thils su..er at Wo.ds Hole.) |

Bonner just let me see a copy of your manuscript, snd reading
1t was st like being at Cold Spring Harbour, hearing one line of
evidence after another until one is almost compelled to say:Stop,
I'11 believe anything you say. It is quite thrilling. Anything new?

There is only one pokkt which is not quite clear to me, and that
is the detall of the postulated mechanism of substrate-enzyme
interactions, berticularly between different systoms. What, imgmxk
do you propose is the mechanism by which the formation of & second
enzyme depletes the first ; why should the presence of éxogenous
N affect this process if the substrates are simply competing on
unstable enzyme molecules? Why are the enzymes less unstubdd in the
pr-sence of azide? All of these wue:tions are based on this con-
ception of the role of substrazte: that the precursor suffers random
. reversible changes, o ccasionelly producing enzymatically specéfic
mo ecules, and that thesed sare stabilized by the presence of the
substrate. However, it is diffieult ror me to see the role of a
second ‘'competing substrate! in effecting changes in the rate of the
reaction of decomposition from E to Pr. Perhaps this is too simpli-
fled a canception; I would apjreclate it if you could elarify it for

me. . You may be interested that & preliminary note

on our bscterlal work has appesared in Nature for Oct. 19. I'm climbing §

on your bandwagon, in a way; in hopes of finding non Kendellan mmekx



mechanisms to account for certain discrepsncies in the ratios of

the various new types that ap,eer in our mixed cultures, we are
going to look at the inheritsnce of & lactose fermentation charuacter;
Ee coli ( a triple mtant Y-10) was heavily irr:diated, and after
preliminary cultivetion, was spread out on Ei¥B-lactose plates.

1/ 20,000 colionies was a Ron-fermenter, and we are going to study

the segregation of this character into prototrophs when Y-10-Le

and another biochemical mutantg which is Lplus are crossed, 1ln the
presence and absence of lactose. rny suggestions?

¥Well, best of luck, and regerds to everybody there,

Sincerely,
JOsha



